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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address 
Period for Reply 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of t<me may be a. a lah.e ..nder fie pro. s oris of 3" C^3 * 1 36. a ■ .n no e.ent. noA-ever. may a reply be timely Med 
a f -er 5 k >6 ■ r IONThS from toe maiing oate o f this corimun. cation 

- if the period for reply specified ade*e >s less than thin\ 1 30 - days, a reply .vthm the statutory mm- mum of thirty -30; days a. II be considered timely 

- if NO period fx reply is specified aho.e. the ma^mum statutory pe r od ,m i apply and ai!I expire SIX :6; MONTHS from the mailing date of this communication 

- Failure to reply within the set or extended period for reply w-l toy statute cause the application to become ABANDONED 1 35 U S C § 1 33 j 

- Any reol; received bv the Office ! ater toan three months atte r the mamng date of this communication, even if timely filed, may reduce any 
earned patent term adjustment See 37 CFR 1 T)4 ( 0j 

Status 

1 )H Responsive to communication(s) filed on 2 1 February 2003 . 
2a)0 This action is FINAL. 2b)0 This action is non-final. 

3) 0 Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 C D. 1 1 , 453 O.G. 213. 
Disposition of Claims 

4) 0 Claim(s) 1-29 is/are pending in the application 

4a) Of the above claim(s) 2,6.9. 10, 14 and 20-29 is/are withdrawn from consideration. 

5) 0 Claim(s) is/are allowed. 

6) 0 Claim(s) 1, 3, 4, 5, 7-8, 11-13 and 15-19 is/are rejected. 

7) 0 Claim(s) is/are objected to. 

8) 0 Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) 0 The specification is objected to by the Examiner, 

10)0 The drawing(s) filed on is/are: a)Q accepted or b)0 objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
1 1 )0 The proposed drawing correction filed on is: a)0 approved b)0 disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) 0 The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

13) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)OAII b)0 Some'cjO None of: 

1 -O Certified copies of the priority documents have been received. 

2.0 Certified copies of the priority documents have been received in Application No. . 

3.0 Copies of the certified copies of the priority documents have been received in this National Stage 
application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) O The translation of the foreign language provisional application has been received. 

15) 0 Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121 
Attachment(s) 

1} O Notice of References Cited (PTO-892) 4) O interview Summary (PTO-413) Paper No(s) 


2) O Notice of Draftsperson s Patent Drawing Review (PTO-948) 5) O Notice of Informal Patent Application (PTO-152) 

3) O Information Disclosure Statement(s) (PTO-1449) Paper No(s} 6) O Other: 
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RESPONSE K ) APPLICANT'S AMENDMENT 


1. Applicant's amendment, filed 2 21 03 (Paper No. 14). is acknowledged. 

2. Claims 1 -29 are pending. 

3. Claims 2. 6, 9-10, 14 and 20-29 stand withdrawn from further consideration by the Examiner, 
37 C.L.R. § 1.142(b) as being drawn to a noneiected invention. 

4. Claims L 3. 4. 5, 7-8, 1 1-13 and 15-19 are under examination as they read on a method of 
inhibiting decreasing adhesion of a target cell to a substrate comprising providding the target cell 
w ith the adhesion modulatory peptided associated substrate of SEQ ID NO: 15 (inhibits VLA- 

4 YCAM interaction) such that adhesion of the target cell to the substrate is inhibited wherein 
the target cell is endothelial cells, neutrophil and macrophage and w herein the substrate is 
titanium, a polyvinyl surface, a gel, collagen, hyaluronic acid and PGA. 

5. In view of the amendment filed on 2 2L03, only the following rejections are remained. 
9. The follow ing is a quotation of the first paragraph of 35 U.S.C. 1 12: 


The spa if'u iiiHtu shall contain </ written description of the invention, ami of the manner ami process of making ami using if, 
in suc h full, clear, concise, anil exact terms its to enable any person skilled in the art to w hich it pertains, or with which it is 
niost nearly coning ted. to /mike ami use the *iinic ami shall set forth the hest mode contemplated hy the inventor of carrying 
out his invention. 


10. Claims 1. 3-5, 7-8. 1 1-13 and 15-19 stand rejected under 35 U.S.C. 1 12, first paragraph, 
because the specification, while being enabling for a method of inhibiting adhesion of a target 
cell to a substrate /'// v/7/y;, comprising providing the target cell with the adhesion peptide SEQ ID 
NO: 1-15 and SDV associated substrate, wherein the target cell is an endothelial, a macrophage 
or neutrophil and the substrate is a polyvinyl surface, a gel, collagen, hyaluronic acid, titanium 
and PGA. does not reasonably provide enablement for a method for enhancing or decreasing 
adhesion of a target cell to a substrate comprising providing the target cell with anv "adhesion 
modulatory peptide"-associated substrate such that adhesion of the target cell to the substrate is 
enhanced or decreased as compared to substrate alone, w herein the target cell expresses a 
receptor selected from the group consisting of u4\\\ integrins and VCAMs, wherein the peptide 
binds to the receptors in claim 1, w herein the adhesion modulatory peptide comprises any 
peptide which specifically inhibits adhesion of the target cell in claim 3, wherein the adhesion 
modulator peptide is anv "endothelial cell adhesion modulator peptide" anv "fibroblast adhesion 
modulatory peptide" or anv "macrophage adhesion modulatory peptide" in clam 4. w herein the 
adhesion modulatory peptide is anv "endothelial cell adhesion modulatory peptide" in claim 5. 
wherein the adhesion modulatory peptide is anv "neutrophil adhesion modulator y peptide" or 
anv "myofibroblast adhesion modulatory peptide* in claim 7. wherein the "adhesion modulatory 
molecule" inhibits bind i ng of anv "adhesion receptor predominantly" expressed hy the target cell 
in claim 1 L wherein the target cell is within a "subject" in claim 17. the method further 
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comprising contacting the substrate with the adhesion modulatory peptide, forming the adhesion 
modulatory peptide-associated substrate prior to providinu the cell with the substrate in claim 19 , 
The specification does not enable any person skilled in the art to which it pertains, or with which 
it is most nearly connected, to make and or use the in\ ention commensurate in scope with this 
claim essentially for the same reasons set forth in the previous Office Action, paper No. 1 1, 
mailed 1 1 IS 02. 

Applicant's arguments, filed 2 21 03 (Paper No. 14). have been fully considered, but have not 
been \ou\u\ convincing. 

Applicant requests clarification as to how a myriad of indirect effects associated with adhesion 
pathways, has bearing on issues related to an enabling disclosure for claims directed to 
extracellular interactions. 

Since any peptide that effect the adhesion can act indirectly by effecting (positiycly or 
ncgatiyely) the production of cytokines for example. The specification is not enabled for such 
peptides. 

Applicant asserts that one skilled in the art will recognize that structure of a peptide/hgand is 
defined by the receptor to which it interacts. Further, applicant argues that Kogan et al teachings 
of mutagenic analysis (i.e. "wrecking") and the subsequent assaying of binding (i.e. "checking"), 
was done to merely prove, or disproye, a proposed model of binding. Applicant further asserts in 
conjunction how the state-of-the art in pharmaceutical designing peptide that one a suitable 
receptor directed ligand is found, amino acid residues in the optimal substrate are 
deleted substituted with other moieties to find the optimal inhibitors. Applicant further argues 
that the receptor(s) of interest define the claimed peptides both structurally and functionally. 

Contrary to Applicant's assertions. Kogan et al teach that single amino acid can determine the 
ligand specificity of a selectin and the unpredictable nature of amino acid alterations in 
adhesion binding activity. Further, the specification fails to pro\ ide sufficient guidance as to 
which core structure of SEQ ID NO: 1-15 is essential for maintain its inhibitory activity and 
w hich changes can be made in the structure of SEQ ID NO: 1-15 and still maintained the same 
function. Further, the enablement issues of making the protein still remain because the 
specification does not teach and prov ide sufficient guidance as to w hich amino acid of SEQ ID 
NO: 15 would have been altered such that the resultant polypeptide w ould have retained the 
function of inhibiting the interaction betw een VLA-4 and VCAM interaction. Furthermore, in 
order to satisfy the C.S.C 112, P : paragraph, the specification has to teach how to make and or 
use the invention, not how delete substitute to identity the invention, l.'ntil the time when 
peptides are found, then one skill in the art can make them. 
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Consequently, without additional guidance in the specification, and the dearth of information in 
the art, for one of skill in the art to practice the invention as claimed, would require 
experimentation that is excessive and undue. The amount of guidance or direction needed to 
enable an invention is inversely related to the mount of knowledge in the state of the art as w ell 
as the predictability in the art (In re Fisher, 427 F.2d 833, 839, 166 USPQ 18,24 (CCPA 1970)). 

1 1. Claims 1, 3-5, 7-8, 11-13 and 15-19 stand rejected under 35 U.S.C. 1 12, first paragraph, 
as containing subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application w as filed, had possession of the claimed invention for the same reasons set forth in 
the prev ious Office Action, paper No. 1 1 . mailed 1 1 1 8 02. 


Applicant's arguments, filed 2/2 1 03 (Paper No. 14). have been fully considered- but have not 
been found convincing. 

Applicant argues in conjunction with law cases that an adequate written description is achieved 
by ( 1 ) the structural and functional properties of claimed peptides, (2) the amended claims no 
longer encompass "any adhesion modulator peptide". 

However, there is no described or art-recognized correlation or relationship between the structure 
of the inv ention, the S1:Q ID NO: 15 and it's inhibition of VLA4/VCAM interaction function, 
the feature deemed essential to the instant inv ention. Therefore, one of skill in the art would not 
env isage, based on the instant disclosure, the claimed genus of adhesion modulator peptide- 
associated substrate comprising a peptide, which specifically inhibits adhesion of target cell. 

12. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless — 

(h) the invention was patented or described in a printed publication in this or ii foreign country or in public use or on sale in 
this country, more than one war prior to the (Lite of appiiaiiion for patent in the ( nital Suites. 

13. Claims 1,4-5. 12, 13, 16, and 1 8-1 9 stand rejected under 35 U.S.C. 102(b) as being 
anticipated by U.S Patent No. 5,330,91 1 for the same reasons set forth in the previous Office 
Action, paper No. 1 1, mailed 1 1 18 02. 

The '91 1 patent teaches a method of modulating enhancing adhesion of a target cell to a 
substrate, comprising providing the target cell w ith a peptide grafted surfaces or YIGSR-linked 
substrates such that the target cell to the substrate is attached, indicating that cellular adhesion on 
these substrates is governed primarily by cell receptor-ligand interactions (abstract and column 5, 
line 24-39 and column 30, lines 33-37 in particular), wherein the cell is endothelial cells (column 
6, lines 0-7 in particular), wherein the substrate is titanium (column 46, lines 15-16 in particular). 
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Further, the '911 patent teaches the pretreatment of surfaces with a peptide prior to providing the 
endothelial cells with the substrate (see patented claim 45 in particular) as recited in instant claim 

19. 

The reference teachings anticipate the claimed invention. 

.Applicant's arguments, filed 2 21 03 (Paper \o. 14). have been fully considered, but have not 
been found convincing. 

Applicant argues that the '91 1 patent teaches the inhibition of cell spreading on RGD and 
YIGSR peptide-grafted surfaces due to the presence of soluble peptide in the surrounding 
medium. Applicant further argues that the 911 patent does not teach or contemplate a peptide 
whose structure is inherently predicted on the binding motifs of (/4pi integrins and or YC AM 
receptors expressed on by the target cell. 

Contrary to applicant assertions, the mechanism of action does not have a bearing on the 
patentability of the invention if the invention w as already know n or obvious. Even though 
applicant has proposed or claimed the mechanism by which a particular complex of one or more 
receptor(s) and a ligand is inhibited enhanced does not appear to distinguish the prior art 
teaching the same or nearly the same methods to achieve the same end result. Mere recognition 
of latent properties in the prior art does not render nonobvious an otherw ise known invention, In 
re Wiseman , 201 I ; SPQ 658 (CCPA 1979). Graining a patent on the discov ery of an unknown 
but inherent function would remov e from the public that w hich is in the public domain by virtue 
of its inclusion in, or obviousness from, the prior art. In re Baxter Travenol Labs , 21 L'SPQ2d 
12S1 (Fed. Cir. 1991). See M.P.E.P. 2 145. 


13. The follow ing new ground of rejection is necessitated by the amendment Hied on 2 21 03, 
paper No. 14. 

14. The follow ing is a quotation of the first paragraph of 35 CS.C. 1 12: 

The \pci !ti( tUinn ^luH < ontain ( / w ritten Jot ription <>! the invention, and of the manner and process <>} making and umh^ it. in 
such full, i U -at: ( <>/h isc, iind ewn t terms as t<> enable anv person ^killed in the art l<> whn h it peruana, or w ith which it is most 
nearly emina led. t<> make and use the same and shall set torth the best mode < onteniplalCil h\ tlie inventor of t arrvtn^ out his 
inwntn >n 

15. Claims 1, 3-5. 7-8. 11-13 and 15-19 are rejected under 35 U.S.C. 1 12, first paragraph, as 
containing subject matter which was not described in the specification in such a way as to 
reasonablv convey to one skilled in the relevant art that the inventor(s). at the time the 
application w as filed, had possession of the claimed invention. This is a New Matter rejection. 

The phrase "as compared to substrate alone, wherein the target cell expresses a receptor selected 
from the group consisting of u.4\\\ integrins and YCAMs. wherein the peptide binds to the 
receptors" claimed in claim 1. lines 5-0 represents a departure from the specification and the 
claims as orininallv tiled. 
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Applicant's amendment Hied 2 21 03 points to the specification at page 2. lines 25-29. page 3. 
lines 1-2 and page 4. lines 1-9 tor support for the newly added limitations "as compared to 
substrate alone, w herein the target cell expresses a receptor selected from the group consisting of 
u4(^l integrins and YCAMs, wherein the peptide binds to the receptors" as claimed in claim 1 . 
I lowever. the specification does not provide a clear support of "as compared to substrate alone, 
w herein the target cell expresses a receptor selected from the group consisting of </4pi integrins 
and YCAMs. wherein the peptide binds to the receptors". The instant claims now recite 
limitations which were not clearly disclosed in the specification and claims as originally filed. 

1 6. No claim allowed 

1 7. Applicant's amendment necessitated the new ground(s) of rejection presented in this Office 
action. Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is 
reminded of the extension of time policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the adv isory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
w ill expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, w ill the statutory period for reply expire later than SIX MONTHS from the date of this 
final action. 


1 8. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Maher Haddad, whose telephone number is (703) 306-3472. The examiner 
can normally be reached Monday to Friday from 8:00 to 4:30. A message may be left on the 
examiner's voice mail service. If attempts to reach the examiner by telephone are unsuccessful, 
the examiner's supervisor. Christina Chan can be reached at (703) 308-3973. Any inquiry of a 
general nature or relating to the status of this application should be directed to the Technology 
Center 1600 receptionist w hose telephone number is (703) 308-0196. 

Papers related to this application may be submitted to Technology Center 1600 by facsimile 
transmission. Papers should be faxed to Technology Center 1600 via the PTO Fax Center 
located in Crystal Mall 1. The faxing of papers must conform w ith the notice published in the 
Official Ga/ette, 10% OG 30 (November 15, 1989). The CM 1 Fax Center telephone number is 
(703) 305-3014. 


Maher Haddad. Ph.D. 
Patent Examiner 
Technology Center 1600 
April 18. 2003 
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